ANADA 200.522, Approved by FDA

Carprofen Sterile
Injectable Solution

50 mg/mlL
Non-steroidal anti-inflammatory dreg
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CAUTION: Fodaral low rastricts this drug 1o usa by or on tha ordar of a
licansod yeterinarian

DESCRIPTION: Carprofen Starils Injectabla Soluiion is o sterile solufion containing
carprofan, @ non.staroidal anti-inflammatory drug (NSAID) of tha propionic acd
cloms that indudas iuprofen, naprosen, and katoprofan. Carprofen is the
non-propriatary dasignation for  substituted carbazola, 6.chloro-et.mathyl. 9H.
corbazole-2-acetic acid. The empirical formula is C1sH12CING; and molecular
weight 273.72. The chemical structure of carprofen is:
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Each mL of Carprofen Steriks Injectable Solufion comains 50.0 mg carprofan, 30.0
mg argining, B8 5 mg ghyocho ic acd, 169.0 mg lacihin, 10.0 mg berzyl akohal,
6.17 mg sodium hydrosida, with addifional sodium hydraxida and hydrochloric
ocid os needed 1o odjust pH, and woter for injection.

CI.IMCAI. PHARMACOLOGY: Carprofen is a non-narcotic, non-sieroidal
ti-ink agent wit ch istic andgesic and andpyretic odivity
pproximataly equipotant o ind: in in animal modals."

The maechanism of acion of corprofen, like h:ndcnh:r NSAIDs, is lend ©obe

associated with the inh bifon of cyd y. Two uri

have boen deseribed in mammls. The corstinsiva cydomlygnrnu, cox 1,

di ry for ] | and renal function

The inducibla cydoomyganass, COX.2, genaratas prostoglandins imvolved in

inflammation. Inhibition of COX-1 is thought 1o be assodated with gastroimestinal

and renal tosicity whila inhibition of COX.2 providas anti-inflammatory octivity. Tha
spacificity of o parficular NSAID for COX-2 versus COX. 1 may vary from spacics

10 specias.’ h an in ¥ifro study wsing canina call cu tures, corprofen demonstroted

salacive inhibition of COX-2 varsus COX- 1. Clinical relavance of thase data hos

not baan shown. Carprofen has abo been shown to inhibit tha release of sevaral
landins in two infl y call systoms: rat pol; honudear leukocytes

{PMN] and human rheumatoid synovial calls, indicating inhib fon of acute (PMN

systom) and chronic (synovial ca | system) inflammatory reaciors.

h

Saveral studies have demonstrated that carprofen has modulatory affects on both
he | and calklor i wsponsas.”* Data albso indicata that carprofan inhibits
the production of ostecclost-octivaing fackor (OAF, PGE,, and PGE, by its inhibitory
affacts on prosiaglandin biosyrhesis."

Based upon comparison with data obained from intravenous administration,
carproken is rapidly and nearly complaely absorbed (mora than 90% bicavaiabla)
whan admiristarad orally.* Pack blood plasma concarrations ar achiaved in 1-3
hours after oral odministraton of 1, 5, and 25 mg/kg to dogs.

Tha maan terminal half.lfa of corprofon is approsimataly 8 hours [range 4 5-9.8
hurs} o sigl orl doss g fom 1-35 mi g of body veigh. Afora 100 mg
singla intravanous bolus doso, fa maan dlimination ha fifa

signs. Evants invohing suspactad ranal, hamatologic, naurclogic, dermatologic,
and hepatc oHocts have olso bean reported. Patients ot graatest risk for remal
touicity ara those that are dahydrated, on concomitant diuretic ihﬂmpj or 'hcm:
with renal, cordiovasaudar, and/or hapatic dysfuntion. C
of potantialy neph dn.guhaddL pproach ‘mnmd,vnﬁ ppropr
monitoring. Concomitant usa of Carprofen Ser s Injeciabla Sclufon with othar
anti-inflammatory drugs, such o othar NSAIDs or corticostaroids, should ba
mndnd bnmun of he pomml increasa of odvarse reoctions, induding
indfor parforations. Sansitivity to drug- mmmnd
ndnmmmmvunumh* individual patient. Dogs that h
odverse readfions from ona NSAID may axperience adverse readions from another
NSAID. Carprofan treatmant wos not assodiated with renal tosicity or gastroinisinal
ucsration in well-corollod safty studics of up 1o tan $mas tha dosa in hadtry
dogs. As with any parentorally injactod product, good hygianic procodurss should
ba usad when odministering Carprofon Sterile Injectable Sokution. It is suggested 1o
wsa d fferant sites for odd fonal injections.

Carprofen is not recommandad for use in dogs with bleading disordars (o g., Von
Willsbrand's dissasa), as safaty has not baan establishad in dogs with these disordars.
Tha safe usa of carprofn in animals kss than 6 weaks of age, pragnant dogs,
dogs usad for breading purposas, or in loctating bitchas has not baan astoblishad.
Safety has not been astablishad for IV or IM administration. Studics o d L
tha activity of carprofon whan administarad concomitantly with othar protain-bound
or similarly motabo izod drugs hava not baan conduciod. Drug compatibility
shoudd ba meitored dosely n ptisrts requiing additonal farapy. Such dmg!
commonly used induds cardiac, anti nd b

hos been suggesied that freatment with curprv‘an may rnduw tha de ohnhalam
anasthaics neaded.* if oddiiond pain medication is warramed afier

of tha total daily dose of Carprofen Steriks Injectoble Solution, altenaive analgesia
should ba considerad. The usa of anothar NSAID is not recommendsd. Considar
appropriate washout fimas when switching from ona NSAID to ancther or whan
switching from corficostercid usa to NSAID usa.

INFORMATION FOR DOG OWNERS:
Carprofen Sterils Injectable Sokution, like other drugs of its closs, is not free from
odvarsa readions. Ownars should ba advised of tha potential for odvarsa reactions
and ba informed of tha dinicol signs associated with drug infolranca. Advarsa
reoctions may indude decreased appefts, vomiting, diarthaa, dark or farry stools,
increased water consumption, increased urination, pake gums due to anemia,
yellowing of gums, skin or whita of ha oy duo 1o joundice, kethargy, incoordinafion,
saizura, or bahavioral changes. Serieus adverse reactions associated
with this drug class can eecur withewt warning and in rare sivations
result in death (see Adverse Reactions). Ovners should be advised fo

fen Sterile able Solution therapy and contact
their diately H signs of intol are observed. Tha
vast majority of patiants with drug related odverse readtions have recovared when
tha signs ara recognized, tha drug is withdrown, and vetarinary care, if appropriate,
isinitiated. Ownars should be advised of tha importanca of pariodic follow up for
al dogs during administration of oy NSAID.

ADVERSE REACTIONS: During invesigaional studias for tha caplat formulation,
o dinicolly sign ficont advarsa reactions wara raporied. Soma dinical signs ware
obsarvad during fidd studios [n=297) which wara similar for corprofon- and
plocabo-traatod dogs. Incidancas of tha folowing wara obsarvad in both groups:
vomiting [4%], diarrhea (4%, changes in appatite (3%, kthargy [1.4%), behavioral
changes (1%), and constipation (0.3%). The product vahide served as conrol.

Thara wara no sarious advarsa avants raported during dinical fidld studics with
onca daily aral admiristration of 2 mg/lb. The fallowing categarias of abrormal
haalth cbsarvations wara reporad. Tha product vahicla sarvad as conrol.

1.7 hours in ha dog. Carproken is mora than 99% bound o plasma protein and
achbits o vary small voluma of distr bution.

Comparison ofa singla 25 mg dosa n Beagl dogs afer sbeutenacus and oral
d that t

the

resultsin o shwmr rate of drug n'wu (c: reflocted by mean peck observed
but al drug ot ithin @ 12 hour dosing

interval [as refleciad by arsa mdqhn:um‘mm hours zaro 10 12 postdosa).

Carpeokan is dliminatad in th dog primarly by biotrorsformation in tha liver
followsd by rapid scration of the resuhing matobolites (the ester glucuronida of
carprofen and the ather glucuronidas of 2 phenotic matabolites, 7. hydreey corpeotan
and 8-hydroy carprofan) in tha facas (70-80%) and urina (10-20%). Some
antarchepatic circulation of tha drug is obsorvad.

INDICATIONS: Carprofan Steril Injoctable Solution is indicated for tha raliaf
of pain and i ion amsociated with ribritis and for the control of
postoperative pain associated with soft tissua and orthopadic surgarias in dogs.

CONTRAINDICATIONS: Carprofon Starik Injactobla Sokution should not ba used
in dogs auhibiing pravious hyparsansitivity 1o corprofon.

WARNINGS: Kasp out of raach of chldran. Not for human use. Corsut a physicion
in coses of accidaral human agposure. Fer use in dogs anly. Do not us in cats.

Al dogs should udargo a horough hisory and physice axaminaiion beora
initiation of NSAID theropy. y tosts 1o astablish hi logica
and sarum biocharicol bassting data pric 1, and pariodicaly during, adminisrafion
of any NSAID should ba considared. Owners should be advised fo observe
for signs of potential drug toxicity (see Adverse Reactions, Animal
Safety and Post-Approval Experience).

PRECAUTIONS: As o dass, cydooiypanase inhibitory NSAIDs may be assodated
with gastroimestinal, renal and hepatic fouicity. Effacts may result from
prostaglandin production and inhibition of th anzyma cydooigganase which is
rasponsibla for tha formation of prostoglandins from arachidonic acid. ** Whan
NSAIDs inkibit pmﬂudundlnl ot causa iflammaion they may dleo irhibit hosa
jondi funcion. Thasa anti
affects may result in dinically !qnﬁmm diseasa in patients with underlying or
pro-aisting di ‘ohian than in haalthy patirs.™ NSAID tharapy coud
urmask occult discasa which has praviously boon undiagnosad dua 1o tha dbsance
doppummcl-moal ngns. Patierts with undarlying rendl disease for sxample, may
r ion of their renal diseasa whiks on NSAID

tharapy™* Tha umo‘punrmd fuicks during surgery should ba considared to reduca
tha potantial risk of ranal complications whan using NSAIDS porioparativaly

Carprofan is an NSAID, and as with othars in that doss, adverse reodions may
cccur with its usa. Tha most fraguantly raporied offacts hava bean gastrointeatinal

Pereertage of Dogs with Abnormal Health Obsorvations
et Cittend Foold oy (2 o oree Aoty
[ Carprofen (n=129) Ploccho (n=132)
Inappatancs 16 15
Vomiting 31 38
Diarthea/Soft siool 31 45
Bahavior change 08 08
Dermatifs 08 08
PU/PD 08 _
SAP increose 78 83
ALT incease 54 45
AST increase 23 08
BUN increase a1 15
Bilirubinuria 163 121
Katonuria 4.7 LAl

Clinical pathology parameaters listed represent reports of increases from
pre-reatment valuas; e use of clinical judgement is necsssary 1o determine
chinical relevanca [refors also to abla balow).

Thara wers no sarious advarsa avants reported during dinicol idd shudics for e
injoctablo formulation. The following categorias of abnormal hadlth obsarvations
wara raported. Salina served s placabo conrol.

Percentage of Dogs with Abnormal Health Observations
Reported in Clinical Field Studies with the Injecable

Observation® Carprofen (n=168) Placebo (n=163)
Vomiting 101 9.2
Diarrheaysoft stool 24 a7
Darmatiis 0.6 12
Dysrhythemia 0.6 0.6
Swaling 0 12
Dahiscanca 1.2 0
WEC increase 127 67

* Axrgie dog ray heve exper evcad 0 & a1 ore cecuce of on et

Post-Approval Experisncs:

Although not all advarsa reoctions ara raporiad, tha following advarsa reactions
are basad on yoluory post.opproval adversa drug axparianca raporting. Tha
cotagorios of advarsa reactions ara listad by boy systam.

Gastointestinal: Yomiting, dicrrhec, canstipation, incppefence, melana,
L i intestinal ul er | Bloods

Hepatic: Inappatence, vomiting, joundics, ccute hapatic foxicity, hapatic anzyme
alavation, cbrormalliver fanction tastis), hyperbfibinemia, bilrubinoris,
hypoclbuminemic. Approximately ona-ourth of hapatic reports wera in g

Labrodor Ratriovars.

Naurologic: Ataxia, porasis, poralysis, seimes, yestibulor signs, disorienfotion.
Urinary: Hematuria, polyuria, palydipsia, erinary incontinance, erinary froct infoction,
azofamia, aasta ranal faikws, tubufor cbrormaliies inclading ocute nibefar nacrosis,
renal nibolar ccidosis, glucosuria.

Behavioral: Sedation, kehargy, hypercchiviy, restlasmnass, aggressivenass.

Haematologic: Imemna-madictad hamolyfic anamia, immuns-mediated
thrombacytapenia, blood loss cnamic, apistaxis.

Dermatologic: Pruritus, r\cmanr.‘ heddma,alopnuc mmm«:mur dermatitis
(hot spats), izie 5, ventrol

In rara sifeaions, infection sife recctions induding necroas, chscass and seroma
formation, and pranulomas have baan raported with tha injectabla formalafion.

Immunclogic or hyparsarsitvity: Facial swelling, hivas, erythema.

In rore situaions, death hos basn associated with some of the adversa reacions
isted abova.

To report a suspacted advarsa reacion cal 1-866-683-0660.

DOSAGE AND ADMINISTRATION: Carafuly consider tha potenial bangfits
and risks of Carprofan Striks Injeciable Solufon and othar treatment options bafors
daciding to usa Carprofen Starila Injectabla Soluion. Usatha lowsst affactive dosa
for tha shortest duration consistent with individual response. Tha recommended
dosoge for suboutanaous administraton 1o dogs is 2 mg/b (4.4 mg/kg) of body
weight daily. Tha total daily dosa may ba administarad as cither 2 mgy/lb of body
weight onca daily or diidad and odministared as 1 mg b (2.2 mg/bg) wica daiy.
For control of , odminister imatsly 2 hours bafora e
procedura.

EFFECTIVENESS: Confimation of the affactivenass of carprofen for the ra isf
of pain and inflammation amociated with cstecarthritis, and for the control of
postoparativa pain assodated with soft fissua and orthopadic surgarics wos
demornstrated in 7 plocsbo-controlled, masked studics axamining he ani-
inflammantory and analgesic offectivancss of carprofen coplets and injectoble
in various broads of dogs.

Separcte plcabo.conrlled, mmlwd mubicontar fiold studias confirmod tha

and analgasic affacti  corprofon coplats when dosed
at2 mg/lb onca dalyorvthm diidd ol edminisred 1 1 ma/b twica daily.
1 thes e ok suds, dogs diognesad with cetcarb i showed stsiclly
sign ficont ovaral & basd on lomanass oval

bytha
and ownar cbservations whon administerad carprofan o labalad doses

Samod upon tha blood levl mmpcmlnﬂ betwoen ubcuonsous rd oral
jon, carprofon offact eiis ahtor d

subcutaneous and oral admiristation »nua ba similar, although thara may

be a slight dalay in tha onsat of ralief aftar subcutonaous injection.

Saparate plcabo controlled, masked, multicantar fisld studies confimed tha
affactivenass of corprofen injeciable for the control of postoparative pain whan
dosad at 2 mg/lb onca daly in various braads of dogs. In thasa studics, dogs
pmnmnd for ovarichysteraclomy, cruciate repair and aural surgerias wera

inistorod corprofon pr ivoly and for @ maximum of 3 days (softfissud)
or 4 days (orhopadiq postoparativaly. In ganardl, dogs administarad carprofan
showsd statistically significant improvemant in pain scores comparad fo controls.

ANIMAL SAFETY: Loboratory studies in unanesthatized dogs and dinicd fiakd
studias have demonstrated that carprofan is well tolarated in dogs after oral and
subautaneous administration.

n forpat animal saty shdics, corprofan was administerd ordlly 10 haalthy Baogla
dogsat 1,3, and 5 mg/tb twica daily (1, 3 and 5 fimes tha recommandad total
daily dosa) for 42 consacutiva days with no significant advarsa reacfors. Serum
albumin for a singla famdla dog racsiving § mg/lb twica daily decreased o 2.1
a/dLabr 2 wacks of traatmant, raturnad to the pra-treatment vakue (2.6 g/dy
after 4 wacks of reatmant, and wos 2.3 g/dL at the final 6-wack evaluation. Ovar
+ho 6. wesk traatmant priod, black or bloady staols wers obsarved in 1 dog (1
incidant) treated with 1 mg/b twice da ly and in 1 dog (2 incidants) freated wh 3
mg/lb twica daily. Rednoss of tha coloric mucosa was cbsarved in 1 male hat
racaived 3 mgylb wwica daily.

Two of B dogs recsiving 10 mg/lb ordlly twice daily (10 fimes the recommandad
total daily dosa) for 14 days adibited hypoalbuminamia. The maan albumin lavd
in tha dogs racaiving this dosa was lower (2.38 g/dL) than sach of 2 plocsbo control
groups (2.88 and 2.93 g/dL, respeciyaly). Thraa indarts of bladk or bloody stool
wers obsarvd n 1 dog. ive of 8 dogs adibitd recdencd areos of ducdanl
muccsa on gross Hiswologic axamination of thase areas
ravadlad no avidanca of ulcaration, but did show mirimal congastion of tha lamina
propria in 2 of the 5 dogs.

n separata safty studics lasting 13 and 52 weaks, respactively, dogs wara
administared orally up %0 11.4 mgy/lb/day (5.7 imes the racommanded total daily
dosa of 2 mg/b) of carprokan. In bath studics, the drug was wall solarated dlinically
by all of tha animals. No gross or histologic changes wera ssan in any of ha
voated animals. n both studios, dogs matwng the h@hm dosss had average
incroases in serum L-dlanil (ALT) of a ly 20 1U.

n tha 52 weok study, minor dammatologic changes occurrad in dogs in each of
+he treatment groups but not in tha control dogs. The changes were described as
shght radnass or rash and wora dagnosad as non-spacific darmatits. Tha possibiity
aists that these m Id lesions wers treatment ralated, but no doss relationship

wus chsarved.

Cliricd fiakd studies wers conducted with 549 dogs of diffarent breads ot hia
recommanded ordl dosss for 14 doys (297 dogs wers inchuded in o shudy svaluotng
1 mg/lb twica daily and 252 dogs wers indudsd in o seporaie study evaluating 2
mg/lb onca daily). In both studis the drug wus clinically well tolaroted and the
incidanca of cinicol advarse reactions for carprofan-treated animals wos no highar
than plocabo.vaated animals (plocabo comained inactiva ingradiants found in
corprofen). For animals recsiving 1 mg/lb twica daily, the mean post-treatment
sarum ALT values wers 11 U greater and 9 1U less than pra-treatment values for
dogs racaiving carprofan and placobo, respactivaly. Diffarancos wara rot stastcally
sign ficont. For animals receiving 2 mg/lb onca daily, the maan post-treatment
sarum ALT valuss wers 4 5 U greater and 0.9 1U kas tan pre-tretment valuas
for dogs recaiving carprofen and plocsbo, respactivly. In the lttar study, 3
corprofan-treated dogs daveloped a 3-fold or greater increasa in (ALT) and/for
(AST] during tha course of terapy. One plocsbo-treated dog had a greater han
2-fold increase in ALT. None of thass animds showed dinical signs assodated with

tha laboratory value changas. Changas in dinical laboratory vuluss (hematology and
dinical chamistry) wora not considarad dinically sign ficant. The 1 mg/lb wica daily
coursa of tharapy was repeated as needad at 2-wedk infervals in 244 dogs, soma
for s long os 5 years.

Clirical fiakd studies were conducted on 331 dogs undergoing orthopadic or soft
fs3ua surgery. Dogs wera administarad 2 mg/Ab of Carprofon subautonacusly wo
hours prior %o surgary and onca daily tharadfiar, os neadod, for 2 days fsoft fissua
surgary) or 3 days (orthopedic surgary). Carprofan was wol tolaratod whan usod
in conjunction with o varisty of anssthatic-ralated drugs. The typa and sevarity of
abnormal haa th obsaryations in carprofon- and placebo-treatad animals wara
approsimatdy aqual and fow in number (see Advarse Reactions). The most frequant
abnormal hea h obsarvation wos vomiting and was cbsarvad ot approsimandy the
some fraquancy in corprofin- and plocsbo-treated animals. Changes in dinico-
pahologic indices of hematopostic, renal, hapatic, and doting funcion wara not
dinically sign ficont. The mean post-reatmant sarum ALT vakuas wera 8.4 IU and
7.0 1U loss than pro-treatment values for dogs recaiving carprofen and plocsbo,
respaciysly. The mean post-treatment AST valuss wers 1.5 1U and 0.7 IU greater
for dogs recaiving carprofun and plocsbo, respactivly.

Swolling and warmth wera associatod with the injocton sita afiar subcutaneous
adminisration of carprofen injectabla. Thesa findings ware not clinically sigrificant.
Long %arm usa of tha injectoble has not bean sudied.

STORAGE: Stora undor refrigaration 2°-8°C (36°~-46°F). Oncs broached, product
may be stored ot semparatures up to 25°C (77°F) for 28 doys.

HOW SUPPLIED: Carprofan Sterik Injectablo Solution is supplisd in 20.mL,
ambor, glass, starlo, multidoso vials.
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For a copy of the Material Safety Data Sheat (MSDS] or to report adversa reacions:
cdll Putnay, Inc. ot 1-866-683.0660.
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